Abstract: Palpable migratory arciform erythema is an entity of unknown etiology, with few published cases in the literature. The clinical and histopathological features of this disease are diffi cult to be distinguished from those of Jessner's lymphocytic infi ltration of the skin, lupus erythematous tumidus and the deep erythema annulare centrifugum. We describe here the fi rst two Brazilian cases of palpable migratory arciform erythema. The patients presented with infi ltrated annular plaques and erythematous arcs without scales. These showed centrifugal growth before disappearing without scarring or residual lesions after a few days. They had a chronic course with repeated episodes for years. In addition, these cases provide evidence of a drug-induced etiology.
INTRODUCTION
Palpable migratory arciform erythema (PMAE) is part of the set of lymphocytic infi ltrations of the skin. Histologically, it is characterized by a perivascular and periadnexal T lymphocytic infi ltrate. Moreover, it is considered to classify within the spectrum of pseudolymphomas, like Jessner-Kanof 's lymphocytic infi ltration of the skin-(JK-LI), with which it shares histopathological features. 1.2 We report two cases of PMAE, discuss the clinical differences between PMAE, JK-LI, lupus erythematous tumidus (LET) and other dermatoses, and comment on the possibility of PMAE being drug-induced.
CASES REPORT
Case 1:
A 60-year-old female patient had a two-year history of erythematous plaque in the cervical region, with centrifugal growth and central clearing. The plaque spontaneously disappeared after seven to ten days, without scarring. The patient reported burning sensation at the site of the plaque. The lesions progressed, alternating outbreaks and remissions at different sites, such as the chest and back. However, they always show the same pattern, at 20-to-30-day intervals. At the time of consultation, the patient presented with a lesion in the upper limb, which was 8 cm in diameter ( Figure 1) .
She was being treated for fi bromyalgia and osteoarthritis with clomipramine, nimesulide and paracetamol.
Complete blood count, tests of liver and kidney functions all gave results within normal ranges. Antinuclear factor, as well as serology for herpes simplex virus, syphilis, and Borrelia burgdorferi were all negative. The patient underwent incisional biopsy of the arm lesion, which revealed predominantly lymphocytic perivascular and periadnexal dermatitis with eosinophils and neutrophils, and moderate mucin deposition in the dermis (Figure 2 ).
Drugs were discontinued. After a few weeks of remission, the lesions reappeared in acral regions (Figure 3). A 47-year-old female patient had a 1-year history of infi ltrated, circinate erythematous lesions with elevated borders in the upper limbs, upper back and posterior neck. The lesions spontaneously disappeared after progressive central clearing and an average duration of three weeks. They are recurrent and migratory. (Figure 4 ) The patient made daily use of statin and consumed dipyrone and diclofenac sporadically. A biopsy of the right arm lesion with revealed lymphocytic perivascular and periadnexal dermatitis ( Figure 5 ). In addition, Alcian Blue staining revealed a moderate amount of mucin deposition. PAS staining showed no thickening of the basement membrane ( Figure 6 ).
After 12 weeks of drug discontinuation, there was complete regression of all lesions.
DISCUSSION
PMAE has very different evolution from that of JK-LI. The former leads to the emergence of dynamic skin lesions that increase in size and disappear after a few days. The appearance of new lesions in different areas justifi es the use of the term "migratory". This is not shared by JK-LI, which presents static lesions that may persist for months to years without migrating to other areas of the body. Another differential feature of PMAE is the fact that the preferred areas of involvement are the back and arms, and less frequently the chest and thighs. There are no reports of cases on the face, the most common site affected by JK-LI. 3.4 Histopathologic fi ndings show a moderate to severe perivascular and periadnexal T lymphocytic infi ltrate with no major epidermal alterations. Infl ammatory cells have no interstitial distribution. Plasma cells are absent, which helps differentiate the disease from chronic erythema migrans (ECM). 4 The pathogenesis is unknown and the polyclonality of the infi ltrate speaks against a possible neoplastic nature. 2, 4 Furthermore, no evidence of infection by Treponema pallidum, Borrelia burgdorferi, and herpes simplex virus was found, which makes the infective hypothesis less likely. As there have been reports of drug-induced JK-LI (by lefl unomide, subcutaneous injections of glatiramer acetate and inhibitors of angiotensin-converting enzyme), PMAE could eventually be a drug eruption, since the patients reported here were being treated with various drugs and there is a temporal relationship between the use of these drugs and the appearance of skin lesions. Additionally, we found a reasonable amount of eosinophils in the infl ammatory infi ltrate of the fi rst patient and vacuolar degeneration of basal cells in the second patient, and the latter showed complete remission of PMAE after drugs discontinuation. [5] [6] [7] Current knowledge indicates that drugs may alter immune surveillance, leading to an abnormal activity of T lymphocytes, both in their differentiation and in their proliferation, which would cause cutaneous lymphocytic infi ltrates or T lymphocytes pseudolymphomas. 7 The differential diagnosis includes LET, the deep erythema annulare centrifugum (EAC), ECM, granuloma annulare and polymorphous light eruption. 2, 4, 8 LET is clinically indistinguishable from JK-LI, since both entities share the same age of onset and histopathological fi ndings, and show photosensitivity, absence of extra-cutaneous involvement, and good response to antimalarials. A mild epidermal atrophy appears to be present in the fi rst and not the latter. Moreover, it is known that both may show mucin deposition in the dermis in 50% of cases, which does not help in differentiating between them and PMAE. 9 Deep EAC also has the same clinical and pathological features as JK-LI, LET and PMAE. However, only the latter is characterized by migratory and fl eeting lesions, while the others are conspicuous by the presence of lesions that last for months to years.
10 ECM was discarded due to negative serology for B. burgdorferi. Polymorphous light eruption also was also excluded because the lesions developed in non-photo-exposed areas. The hypothesis of granuloma annulare is incompatible with the histopathologic fi ndings of the cases presented here.
Treatment of PMAE includes antimicrobials such as penicillin and cefuroxime, topical corticosteroids (either under occlusion or not) and UVA-1 phototherapy, in an attempt to prevent outbreaks or extend the time between them. Unfortunately, most cases tend to recur after weeks, despite treatment attempts.
